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Sfection IL (Amendment ^ to the Claims^ 

Please amend claims 1-32, and add new claims 33-35, as set out below in the listing of claims I- 
35 of the application. 

1 rrnrr^tlv amended^ An in vitro method fnr A^tecting the presence of renal cancer in an 



ir^dividu^L to determine ^ .t^ge or s p v^^Htv nf^\d mial cancer in an individual or to monitor the 
effect of a therapy administered to said individ »»i^l with said renal cancer, said method comprisinR 
that oomprio e s : 

e) a) *e detection and/or quantification of Plexin-Bl protein, of Ae mRNA of the a 
plexin-Bl gene, or of conresponding cDNA in a sample of m §M individual, and 

^ bl Ae comparison of fee amount of Plexin-Bl protein, of fee an amount of plexin- 
Bl gene mRNA or of fee m amount of the corresponding cDNA detected in a sample 
from m said individual, with their normal reference values. 

2. (Currently amended) Aft The in vitro method according to claim 1, which io employed to 
dctcot the prcocnoo of renal oonocr in on individual, to dotonninc the otoge or ooverity of feio 
oanoor in on indi\ndual or to monitor fee offbot of the theropy adminiotored to the individual with 
thin QQnoer wherein said sample comprises a I d dnev tissue sample . 

3. (Currently amended) Mefeed The in vitro method according to oloims 1 and 2 claim 1, 
whOTPin nv i \ ^ r^ irn pin iV n iHHTiny Hnnu a niimpl e as employed t o detect the presence of renal cancgr 
in said individual . 

4. (Currently amended) Mefeed The in vitro method according to claim [[31] 2, ¥4i»e» foltl^ 
comprising analyzing said kidney tissue sample to bo onolyssed io obtain e d by a any conventional 
metho d, profcrobly comprising nephrectomy. 

5. (Currently amended) Mefeed The in vitro method according to olaimo 1 and 2 claim 1, 
wherein said sample is a urine, blood, plasma, serum, pleural fluid, ascitic fluid, synovial fluid, 
bile, semen, gastric juice or cerebrospinal fluid sample. 
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6. (Currently amended) MeAed The in viiro method according to oloimo 1 and 2 claim |, 
whwein said sample to be onolyzed io has been obtained from an individual who has not 
previously been diagnosed with renal cancer. 

7. (CurrenUy amended) Mefeed The in vitro method according to claims 1 ond 2 sJaim 1, 
wherein said sample to bo onalyg e d - ie has been obtained from an individual who has previously 
been diagnosed with renal cancer. 

8. (Currently amended) MeAed The in vitro method according to olaimo 1 and 2 claim 1, 
wherein said sample to bo onaljTOd io has been obtained from an individual undergoing 
treatment, or who has been treated previously, for renal cancer. 

9. (Currently amended) Method The in viiro method according to olaimo 1 and 2 claim 1, 
ohoipotoriged in that it oomprioeo tho oxtmotion of comprising extracting the sample, either for 
obtaining a protein extract or for obtaining an extract of total RNA. 

10. (Currently amended) Method The in vitro method according to olaimo 1 and 2 \^ 
characterized in that the detection and/or quantification of the Plexin-Bl protein comprises a first 
step, in which the protein extract of the sample is plaocd in contact contacted with a composition 
of one or more specific antibodies against one or more epitopes of the Plexin-Bl protein, and a 
second step, in which ^ complexes formed by the antibodies and the Plexin-B I protein are 
quantified. 

1 1. (Currently amended) Medied The in vitro method according to claim 10, characterized in 
ttiat said antibodies comprise antibodies selected from among monoclonal antibodies, polyclonal 
antibodies, either intact or recombinant fragments thereof, combined antibodies and Fab or scFv 
antibody fragments, specific against the Plexin-B 1 protein; tfiese wherein said antibodies being 
are human, humanized or of a non-human origin. 

12. (Currently amended) Me^ied The in vitro method according to olaimo 10 or 1 1 claim 10. 
characterized in that in the detection and/or quantifiotion quantification of the complexes formed 
by the antibodies and the Plexin-Bl protein, tho teohniquoo uoed ore comprises use of a technique 
selected from the group formed by consisting of : Western-blot, ELISA (Enqrme- Linked 
Immunosorbent Assay), RIA (Radioimmunoassay), Competitive EIA (Competitive En^me 
Immunoassay), DAS-EUSA (Double antibody Sandwich-ELISA), immunocytochemical and 
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inununohistochemical techniques, techniques based on the use of biochips or protein microarrays 
that include specific antibodies, assays based on precipitation with colloidal gold^ in fomrnto 

suoh QQ dipstiolcs; or by means of affinity chromatography techniques, ligand binding assays of 

« 

and lectin binding assays. 

13. (Cuirently amended) Metfied The in vitro method according to claims 1 ond 2 claim 1. 
characterized in that the detection and/or quantification either of the mRNA or of the 
corresponding cDNA of the plcxin-BI g«ie comprises a first step of anqalification of the mRNA 
that is present in #)e m extract of total RNA from said sample, or of the corresponding cDNA 
synthesized by reverse transcription of the mRN A, to yield an am plification product; and a 
second step of quantification of the amplification product from either the mRNA or the cDNA of 
the plexin^Bl gene. 

14. (Currently amended) Method The in vitro mefliod according to claim 13, characterized in 
that the amplification is performed qualitatively or quantitatively by means of RT-PCR using 
primer oligonucleotides, where the sequences of the pnniefs primer olig onucleotides used to 
amplify the sequence of the plexin-Bl gene are SEQ ID NO. 1 and S£Q ID NO. 2. 

15. (Currently amended) Method The in vitro method according to olaimo 1 and 2 claim 1. 
characterized in that the detection and/or quantification io don e with comprises use of specific 
probes of the mRNA or of the corresponding cDNA of the plexin-BI gene by toohniquoa ouoh ao 
th e North e rn blot or North e rn tra nsfer- 

16. (Currently amended) MeAied The in vitro method according to olaimo 1 and 2 claim 1, 
ohorooterig e d in thot th e comprising detection of the mRNA is don e by real time quantitative RT- 
PCR(Q-PCR). 

17. (Currently amended) Use A method of diagnosis and/or monitori ng of an individual actuallv 
or potentially having renal cancen said method comprising use of a nucleotide or peptide 
dorivativoo derivative of the plexin-Bl gene to detect in vitro the presence of renal cancer in an 
individual, for determining to determine in vitro the stage or severity of said cancer in the 
individual or for monitoring to monitor in vitro the effect of the therapy administered to an 
individual having said cancer. 
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18, (Currcnay amended) An in vitro method for identifying and assessing the efficacy of 
compounds for renal cancer therapy, comprising: 

a) pkKHAg contacting an immortalized kidney cell cultureHfweiiteet with Ae a candidate iige»l 
compound under Ae conditions and for Ae a time cnablinR whioh ore ouitablo for allowing them 
to interact, 

b) detecting and quantifying Ae plcxin-Bl gene or Plexin-Bl protein expression levels injaid 
immortalized kidnev ce ll culture, and 

c) comparing said expression levels with those of immortalized kidney cell control cultures not 
treated with the candidate compound. 



19. (Currently amended) A method of a t least one of Ugo of nuolootido or peptid e 
iu iV J L d fr o m tl i o plrTfin PI i: - -..rnhn^r fnr thH search, identification, development and 
assessment of the efficacy of compounds for renal cancer therapy, said method comprisinjjise^ 
nucleotide or peptide sequences deriv ed from the nlexin-Bl gene. 

20. (Currently amended) An agent that iiiduooo Plonin Dl protein oxpre&flion and/or aotivit)r, or 
that mhibito the oaroinogonio ofifcoto of tho reprGosion of A recombinant expression vector 
aHa ptftd for expression of the Plexin-Bl protein cxpresoion . 





21. (Currently amended) 
rooombinont veotors onprosoing tho Ploxin D 1 protein, b) oytotojdo agentfl suoh qo toxino, 
molooulo3 Tirith mdioaotivc atomn, Ttr nttnmntimmpaiirin npnntr , , inoludod among whioh aro. with 

phoophopcptideo, anti ocnae 

molooulooj riboisymea, triple heliji moloouloo, double otrand RMi\, oto., inhibiting the 
oaroinofionio cffo o to of thr tt""'^'^^''^" ^^"^"^ prntoin oimroDsion ond/or aotivit^^ and o) 
Plcxin Bl protein agoniot oompoundo, whioh induoc, mimio or rcplaoo one or moro of th e 
funotionc of the Pli^rnn p^^^t^tn a method for treat ing renal cancer, comprising administration 
of an effective amount of a recombin ant expression vector according to claim 19. 

22, (Currently amended) Agent aooording to olaimo 20 or 21 A m^tW for treating renal cancer, 
comprising administration of an effec tive amount of Plexin Bl protein. 
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23. (Currently amended) PloxinBl protein for uso oo a modioament, in pardoulor os o 
medioamont A method for treating renal cance r, comprising administration of an effective 
amount of an a^ent that induces Plexin-Bl protein expression and/or activ ity, or that inhibits the 
carcinogenic eflects of the repression of Plexin-Bl protein expression ^ 

24. (Cuirently amended) Ugq of any of the agents aooording to olaimo 20 or 21 in the preparation 
of 0 drug The method for treating renal cancer according to claim 23. wherein said agent is 
selected from the group consisting of: 

a^ agents that inhibit carcinogenic effects of repression of Ple xin-Bl protein expression 
and/or activity, and 

M Plexin-Bl protein agonist compounds tfiat induce, mimic or replac e one or more of the 
fimctions of the Plexin-Bl protein. 

25. (Currently amended) Use of the Ploxin Bl protein in the pr e paration of a drug for treating 
ronal oanoer A pharmaceutical composition comprising a therapeutically effective amount of an 
agent that inhibits carcinogenic effect of t he repression of Plexin-Bl protein, and a 
pharmaceuticallv acceptable excioient . 

26. (Currently amended) Phormaoet rtteet The pharmaceutical composition oomprising a 
thorapeutioally e ffeotivo amount of at least one agent according to olaimfi 20 or 21, and at l e aot 

r 

nna phftrmnoflutioQlly floooptflblo exoipiont claim 25. wherein the agent is selected from the group 
consisting of: 

fa) recombinant vectors expressing the Plexin>Bl protein: 

fb) cytotoxic agents: and 

(c) Plexin-Bl protein agonist compounds that induce, mimic or replace one or more of the 
functions of the Plexin-Bl protein . 

27. (Currently amended) Phormoo e utiool The pharmaceutical composition according to claim 26. 
oomprioing a thcrapcutioolly effective amount of wherein the agent comprises a Plexin-Bl 
protei n, and at least one pharmao e utioally aooeptobl e exoipient . 
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28. (Cuirently amended) [[A]] Ifae pharmaceutical composition according to elaum claim 26 and 

27, ohpraotcriEOd in thnt it I'^nt"^" ' ^ - nnnfh a r rimg r . iihntonoo- profomhly one induoing wherein the 
a^ent comprises a recombinant expression vector adapted to express the Plexin-Bl protein 
fimotion . 

29. (Currently amended) A kit to detect presence of renal cancer in an individual, to dctennine a 
stage of the severity of said cancer in an individual or to monit or effect of a therapy 
administered to an individual with said cancer, said kit comprising that oomprio e G an antibody 
that specifically recognizes the Plexin-Bl protein^ and a earner^ in ouitablo paolcaging packaged . 
form . 

30. (Cuirmtly amended) A kit to detect the presence of renal cancer in an in dividual to 
determine a stafge of severity of said cancer in an individual or to m onitor effect of a therapy 
administered to an individual wifli said cancer, said kit comprising that oomprioos a primer pair 
designed adapted to specifically amplify a nucleic acid having a sequence that is specific to the 
plexin-Bl gene, 

31. (Cuirently amended)^ A kit according to claim 30* wherein the sequence of the primer pair is 
selected &om SEQ ID NO. 1 and SEQ ID NO. 2. 

32. (Cuirently amended) A method of diagnosis and/or monitori ng of an individual actually or 
potentially having renal cancer, said method comprising use of a kit aooordinfi to olaima 29 to 3 1 
thot io employed to dotoot the preocnoo of kidn e y oonoer in on individual to determino tifio otago 
or Qgverity of this oonoor in on individual or to monitor the offoot of th e th e mpy administ e r e d to 
th e individual with this oono e r selected firom the ^oup co n sisting of: 

kits comprising an antibody that specifically recognizes the Plexin-Bl protein , and a caniCT: 



kits comprising a primer pair adapted to specifically amplify a n ucleic aci d having a sequence 
that is specific to the plexin-Bl gene. 



(New) The method according to claim 32, wherein the kit comprises a primer pair adapted to 
to specifically anq)lify a nucleic acid having a sequence that is specific to the plexin-Bl gene, 
wherein the sequence of the primer pair is selected from SEQ ED NO I and SEQ ID NO 2. 



and 
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if 



. (New) The pharmaceutical compu 
Plexin-Bl protein function. 



sition of claim 25, further comprising a substance inducing 
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